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Document Type : C 

LINEAR FREE -SULFHYDRYL- CONTAINING OLIGOPEPTIDE DERIVATIVES AS 
ANTIHYPERTENSIVE AGENTS; HYPOTENSIVE AGENTS 

Inventors: Bovy Philippe R (US); Manning Robert E (US); O'Neal Joan M (US) 
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(Cited in 003 later patents) Document Type: EXPIRED 
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Abstract: Synthesis and use of novel oligopeptides are described, many of 
which peptides contain one or several unnatural amino acids. These short 
linear peptide derivatives are characterized by the presence of a free 
sulfhydryl function. These compounds have a high affinity for the Atrial 
Natriuretic Peptide (ANP) receptor coupled to particulate guanylate 
cyclase. Such peptides are full agonists at the ANP receptor as 
demonstrated by the ability of the peptides to stimulate the production of 
cGMP and to relax smooth muscles in vitro. In accord with these 
observations, the compounds of the invention lower blood pressure in 
mammals. Preferred peptides are the following: 
Cys-Cha-Gly-Gly-Arg-Ile-Asp-Arg-Ile-GlyNH2; 
D-Cys-Cha-Gly-GlyArg-Ile-Asp-Arg-Ile-GlyNH2 ; 
L-Pen-Cha-Gly-Gly-Arg-Ile-Asp-ArgIle-GlyNH2; and 
Cys-Cha-Gly-Gly-Arg-Ile-Asp-Arg-IleNH2 . 



Publication (No, Date) , Applic (No, Date) : 
. . .19920421 

Exemplary Claim: . . .alkyl radical of three to about fifteen carbon atoms; 
wherein X2 is selected from the dipeptide fragments Gly-Gly, 
Gly-Ala, Gly-D-Ala, Ala-Gly and DAla-Gly ; wherein CORE... 

Non-exemplary Claims: . . . Cys-Cha-Gly-Gly-Arg-Ile-Glu-Arg-Ile-GlyNH2 ; 
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SCORE OVER LENGTH SEARCHES 



Attached is a score over length search. This search was developed to overcome 
limitations in most standard search systems which favor large sequences with high 
scoring, but lesser overall identity over smaller sequences with higher overall identity. 
This search is especially useful for relatively small nucleic acid or polypeptide target 
sequences (antisense, fragments, probes, primers, RNAi, epitopes, haptens, etc.) claimed 
functionally via a form of hybridization and/or identity language and having defined 
upper and lower polynucleotide and or polypeptide length limits. 

The score over length search is performed by first running the query sequence using 
examiner-specified identity and polynucleotide or protein length limit parameters, and 
saving 65,000 hits and 0 alignments from each desired database. The resulting output is 
reformatted using a Microsoft Word macro and is imported into Excel. The summary 
table data are then sorted by the ratio of score of each hit sequence divided by its length 
and the accession numbers for all hits below the examiner's desired score over length 
parameters are deleted. The remaining accession numbers are used to pull the 
corresponding sequences from the databases into subdatabases enriched for good hits and 
the query sequence is re-run against these subdatabases to yield the final results. 

The score over length cutoff for this search is 100%. 

Examiner Please Note: This cover sheet should be included when submitting results to 
be scanned. 



